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OH 0 
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(2) 



-356466 



OH 0 



* Mb 2] 



I / — \ 0 
0-CH i CHCH,-N N-C-A 



[H#B2] TEHR* (2) ftStt*Sl 
Mb 3] 




OH 0 

I n 

0-CH s CHCH,-N N-C 

(orS) 




GO 



(aS+R'ttHteS (1) iHUSMcSStto-r. ) 
[&&8I3] H6* (1) T**>Stl-6fl;£tt*«5 

- C3- {4- (7;^u>-9-*;p#-;w tf^5 

n»#B4] hbss (i) Tatoan5fc^*««5 

- C3- {4- (*u->x>-9-*;i'#-;w tf^7 

>T**«*B 1 tcfE«©ft;-&$&. 

m#H5] -sss (i) T?at>an*ft^»!8«5 

- C3- [4- (10, ll-ytHn-5H-y^> 
y Cb, f) 7-tfbf>-5-*;P*-;W t^7>>>- 

im #a 6 ] m&B i i-E«atifcHR s: ( i ) 



U 7 T -f -> > £ & ttx h * £ fflfJ&B 7 let m<D 



19] Mft^Jftttttttfttftl. ft 




[i*510] 5- (2, 3 -X#*z/7o#*zs) 
*J 'J >tfflS-T-575 >St$#£&Mfc5 
«TEJ6Stt*c:ifc.fcO-«5S (1) ©ib£fel£-&fi£ 

[3Mli©B»l&BMH] 
i» [0 0 0 1] 

[0 0 0 2] 

[0003] &®fe&k:ttr*M^®&F%M8i;t{&iE 
mm%<D£.ft&mmzt>tz d hj#* l » a t l % 

bv»«^*>5©«fL.t«i&«a!ifflpi!»*twaanTi»a 

[0 0 0 4] ^©«fc^?5:*1fIC*3MT, -^OJStL 

©BB^li^lcas^SrbV«fege^t#^^tia. 
50 3R*&nsig#T?fc0. S-«S5ifflfla-€-©fc©fcIIH^ 
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3 

is. ^JWWttsa^ae^iWBsn, ^©ise^«^ 

fflKttMfifcBST-SBtSejl. P««geM (p-glyc 
oprotein) <Dm&J-r$>Z>Z\ tWW<bfttfc-ofr<, Pfl 

[ooo5] -rat>*. £<0iH£ffl®ttiiBiR£B& 

£>ft3„ 

[0 0 0 6] iot, #5glJ]#^tt, #J*.«P-ilM6 
4Mttt. fW«JW»*i«5Mftl*3rb. ttfcWttOSElfil;: 
-5. 

[0 0 0 7] 3?^. «l^«^5/i;i/3-^©*;i/-> 
'^AfeSi3PI**»USS'J©ffi«*6©S5fflSffiil:b, £o 
TWtt)BfcJ*befffltCj:oTin vitro^i^in vitroT* 



(j$+AI* 




[0 0 12] CdT*tfT^SAny>Ig?-tB, 7-y 
ft7;v*Ji/St«. ^^S. x?;vs, :/nbf;ua, 
a. lh*y£ ^n#+5/», :/h*5/ 

[0 0 13] *K«ft^(D5'6«tLTtt. £ 

5««ffl**«K±**iW|Slf an*. *&» *3g9?ft 
£frt^fflfl?£©4M;:*?r&3&£*rbTV>3&, 7t#M 

T5fc©i:-r?). <ifSbWb-&#)tbT^©fc©^# 

[0 0 14] 



(3) 1$W¥4-3 5 6 46 6 

*MS**fPfflS*Ta*SM.HILTl»«. b^b, £ 

[0 0 0 8] 
[0 0 0 9] 

jafc«#«»*tofb&»*. #£©fc£Wffittffilc*f 
b. afr>Mfi^£*iafftS&KU *»offi»tt^fii!| 

■6. #*9itt. -«a (i) 

[0 0 10] 
[ft 4] 

a? oh o 

I / — \ 0 
O - CH 2 CHCE, - N N-C-A (1) 

[0 0 11] 
lit 5] 




(iC+RMi-jKst; (D tmcMm%&t>?. ) 5- 

C3- {4- (7)l-*l/>-9-j])l$=.)V) \±^=7=J 

y- 1 -<iM - 2-t Kn+->^D^-» 

>, 5- C3- (4- >-7>- 9 
ei7y>- 1 — -2-kFn*->:/n#3f>0 

*yj>. 5- C3- [4- (10, ll-i?tl«D- 
5H-^>1/ (b, f) 7-tff >-5-*;V^-JW 

[0015] #i;:#fgHJ©£j££T&3rtt. ^sSicltfr 

aft£5- (2, 3-X#*->:/n#*-» *J<)yt 
ffl 3 f ■& 7 5 >B*fc * * * V> «^S#ffiTMJi£; 
$it*§SW©HSS (1) ©fc-&«&£#5*A*T#*. 
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(4) 

5 

[0 0 16] 
Mfc7] 

0 /\-ao o 

OH O 

I /-^ 0 

O- CHjCHCH,-N N-C-A 

•5. ^StLTfi. ^H#'J<7A, *Kfk^hU 

■5 A, ^KJ-bU^A*ffl«lfi|JSS, hUlWS 
>. f UvX V7*f uV>y ! -k>$(DG®&m 
£*fc>T. 

[0 0 17] *«9Wfc-&*CD»ffiifc«r*iMa0W»* 

2 7 8 OADStH t h#ffitta«SS«©7 , F'J7 a? 
T-1-->>K1t*K5 6 2/ADM&fflV\ ^(DfflMfo^- 

[0 0 18] $&. *^ift§»XfifOlifflfflt5 
fl?13KSiJ 1 hbTl4, ^ICfflEteft^WSb^fcOTtbT 

tt#^^}§Jn:^J-eafe§, 7>X7^^J>Mt« 

7^f/71'v>C, 7^?yT-1'v'>D ; i/D^EV-f 
-✓>J&i/t£<ftS. fl^iSX^T-f v>. h3T^-> 

> ; f>#7;v#n-f K. mk.UV.yi; V X^>. vy 
^5X5 1 > ; ;* ; tfFX^ P F*v>gfa?l 
ft. MaJiVP 16-213; * ; EA'J>h-> ; 7> 
^^T'f > ; 70Hr7>? 1 > ; ^tA^/x^f 

> ; 7>X7?^y> ; v-f hv-f v>C ; i/TCfv'f- 

[0 0 19] *«Wfls^**J;«*©it[OS4*fttb 

zthmMzw, mmzT'tbm&LT&g, z\nmz& 
aroa^fefcvu&WBt bfc&ca^-rs ctwg 
«. a^stb-ca. a^»*©fi*. «HBm<z>tt«« 

tC«k!}S8$&&S*t, j£Al ASfcD 1 ~1 0 0 Omg 

6 1 @*fcB*iac»»ii/. eai. nmcffi. sea, as 



$£M¥4- 3 5 6 4 6 6 

[0 0 2 0] «*.fcMBHiT*«£. ©»SltbTl4iK 
TtthWanj'r^, SLIS. $&#JI/>"7A. X 

&a»«tLT«ffl*ns. a*. «aBW©ja:4ffitt, 

[0 0 2 1] 

ffituz&<m$L, Lfrbmm*fc<> jiu£<rF^©i4 

[0 0 2 2] LftiPoT, #58Wfc£&tt8?IJRS«t;:ffi!S 

b b 5 5 *>©? 

[0 0 2 3] 

5- C3- {4- (a, a -fX (4-jth*->7i- 
;W 7-fe5MW M^y%>y-\—iM -2-th*n+ 
v7°P#*>0 +/U> 

a) a, a-fX (4-^h + -/7i-W P8I2. 5 
g *mk^-*~)V 3 . 5 6 g iCflnA. 6 BIRMlIJKBBtt&fT 

^^^©^fc^^SriiffiSSb. a, a 
-fX (4-^h + y7i=W gHK^PU Kffl&±f£ 
t»£2. 8 glfc. NMR «„. (CDCh) :3. 
75 (s, 1H). 5. 30 (s, 1H), 6. 73~ 
6. 9 (m, 4H) , 7. 0 8~7. 3 8 (m, 4H) 

b) N-**S;Hf'?7y>l. 2 7 g t h U X5MI/7 
3>1. 5 8m 1 S^PP^Jt-A 7m 1 \ZMX.Tz, tH> 
T, ±fE-&$©^ P U F 2 . 8 g©9DD*M5m 
l«f«**»T*Tb. SHBTl*ttlfb&. 3 etc. 
0. 3NHCl*£Jll;b ^Pn^ATJftfflU fflfP 
N aHC03*T2IUj5fe^L. JfcjS-iBlSU 4- 

{a, a-fX (4-^h+y7i"JW 7-fc3MW - 
1 -Jh:;U5JVf^7V>©!fi±^tl : Sr3. 5gffc t 
NMR (5 0C , (CDC 1 j) :3. 44~3. 53 

(m, 4H) , 3. 67-3. 7 4 (m, 4 H) . 3. 
78 (s, 6H). 5. 09 (s, 1H) , 6. 84 

(d, 4H) , 7. 1 1 (d, 4H) 

c ) jit \z <t o # e> nfc^ 3 ji^ f ^ 7 ^ >ft 3 . 

5g5CHCh 1 0mll:g»U 12%HC1/M 
eOH^^l 5ml Ja^.fe. HKfteL. ffiftNaH 
COsTK^JDA. CHCls -r«)fflb. ajft-SffibS 
iSS->'J*y;V*7A-PttS (CHC Is :MeOH = 
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(5) 

7 

2 5:1) L. N- [a, a-tX (4-* h*->7i 
-)V> 7±^M fcr^5v>£l. 6 5gffc. 
NMR 6, p. (CDC 1 3) : 2. 5-2. 8 (m, 4 
H) . 3. 3~3. 6 (m, 4 H) , 3. 70 (s, 6 

H) . 4. 98 (s, 1 H) . 6. 62~7. 20 
(m, 8H) 

d) ±IHlC«toT-&dESn&tf^7^>«:l. 60g£ 
5- (2, *yj>l. 12 

g£X*/-JH5. 6m l«f» KigflFU 3P#HBiD$;M 
Kl/fc. *«t*«ftBE«*U8»«^U*y;l-*5A (C JO 
HCh :MeOH=7>^7*=5 0 0:1 0: 

I) T!f»«U *BflS^ft*l. 8 6g#£. 

NMR 5pp. (CDC 1 3) : 2. 17~2. 22 
(m, 1H) . 2. 4 3~2. 4 8 (m, 2 H) , 2. 
59~2. 69 (m, 3 H) , 3. 49 (b r. s, 1 
H) , 3. 47~3. 51 (m, 2 H) . 3. 73~ 
3. 7 8 (m, 2H) , 4. 13~4. 2 4 (m, 3 
H) . 5. 0 9 (s, 1H) , 6. 8 5 (m, 1 H) , 
7 . 1 (m, 3 H) , 7 . 3 6 (m, 1H) . 7 . 6 0 
(m, 1H) . 7. 7 1 (m, 1 H) . 8. 5 4 (m, 20 
1H) , 8. 9 0 (m, 1H) 

IR vcnr 1 (neat) : 34 0 1, 2934, 1 
6 4 4, 1 5 1 0, 1 4 6 3, 1 2 4 9, 1 1 7 7. 1 
096, 1033. 80 0, 754 

[0024] mmm2 

5- C3- {4- (*^>x>-9-#;i/#-;W tr^ 
v'jy-i—tM -2-th'n^n#+i/) 
u> 

a) +-y->x>-9-*;i'#>K2. 4 4gSfflDTi 
fiWl-a) tfiEoTKJfcU *-tf>^>-9-#jw* 50 
>K^n7-f K 2. 6 2g§fe. 

NMR 6pp. (CDC 1 3) : 5. 35 (s, 1 H) , 
7 . 0 6 ~ 7 . 3 0 (m, 8 H) 

b) ±iE-&J&©$? n U H2. 6 2 g£^T§HJ60iJl 

-b) i^-otsjsu i-*^s;>-4- (*-tr>x 
>- 9 -#;W?-;p) MuyxDftgcjim&z. 9 1 
g#fco 

NMR 6pp. (CDC 1 3) : 2. 94~3. 80 
(m, 8H) . 5. 4 5 (s, 1 H) . 6. 9 7~7. 

2 5 (m, 8 H) . 7 . 8 4 ( s , 1 H) 40 

c) ±IBlCj;oT-&^$nfc*;i/5Jl/fcr^7V>#:3. 

9 1 gZH^xmrnm 1 - c) cftoTKjfcu n- 

(*D->x>- 9 -#Jl/#-JW t!'<7> J >2. 38g 
»&. 

m. p. 14 6. 1~1 4 7. 5"C 
NMR 6pp. (CDC 1 3) : 2. 20~2. 80 
(m, 4H) . 3. 0 0-3. 5 0 (m, 4 H) , 5. 

3 5 (s, 1H) , 6. 9 0-7. 2 (m, 8 H) 

d) ±IBt t toT-&^$n>ttf^5x>#:l. 03g£ 

mirmmmi-d) icse^teisu muts®* so 



#H¥4-3 5 646 6 

8 

0. 8 7 6 gf#fc. 

NMR 6pp. (CDC 1 3) : 1. 97 (br. s, 1 
H) , 2. 17 (br. s, 1H) , 2. 47-2. 6 
3 (m, 4 H) , 3 . 2 8 - 3 . 3 3 (m, 2 H) . 
3. 69-3. 73 (m, 2H), 4. 07-4. 17 
(m, 3H) , 5. 4 6 (s, 1H) , 6. 8-7. 7 
(m, 8H) , 8. 5 2 (d, 1 H) , 8. 9 0 (d 
d, 1H) 

IR vcnr 1 (KB r ) :3 1 8 8, 2 9 3 3. 1 6 
3 0. 1 5 7 9, 1 4 5 7. 1 2 6 0, 7 9 5, 7 20 
[0 0 2 5] ftiS0!l3 

5- [3- {4- (a, a-tfX (4-7DD7iZ 
)V> \f.^y=J>} - 2-kFn 

a) a, a-t'X (4-7an7i-JW Si4 4 0m 
g£fflV>T&6fcfl|l-a) fc^TSfSL, a, a - k* 

7. (4-7DD7x-;W FCD&fefctt 
£0. 4 6gffc. ^V^^Ml-b) tCftoTSJfc 
b, 4- (a, a-fc'X (4-7DD7i-;W 

)V- 1 -*;l/5;Hf^7v ! >roa^#&0. 6 3gf 
&. 

NMR 6pp. (CDC 1 3) : 2. 8-3. 7 (m, 8 
H) , 5. 2 3 (s, 1 H) , 6. 8 0-7. 26 
(m, 8H) , 7. 9 5 (s, 1 H) 

b) ±inic£oT-&^£ttfc#;Ps;pi^7^>#© 

0. 6 3 g&fflHTHJfiflll - c) ICftoTKJSU 
a, a- (4-7DP7i-;W 7-fe?;l/tf^5>^>£ 
2 6 5mg'f§fc. 

m. p. 116. 5—117. 5 "C 
NMR 6„». (CDC 1 3) : 2. 5-3. 0 (m, 1 
H) . 3. 3 6 — 3. 8 (m, 4H). 5. 75 (s, 
1H) , 6. 8-7. 4 (m, 8 H) 

c) ±iBte±oT-Sjs£3nfcfcM7v?>#2 0 3mgS 

7 4mg*|fc„ 

NMR 6 P p. (CDC 1 3) : 2. 26 (m, 1 H) , 
2. 44-2. 51 (m, 2H). 2. 57-2. 7 

(m, 3H) , 3. 3 4 (br. s, 1 H) , 3. 4 5 
-3. 5 (m, 2H). 3. 7-3. 7 5 (m. 2 
H) , 4. 11—4. 25 (m. 3 H) , 5. 17 

( s , 1 H) . 6 . 8 6 - 7. 7 2 (m, 1 2 H) , 

8 . 5 4 (m, 1 H) , 8 . 9 0 (m, 1 H) 

IR v cm- 1 (KB r ) : 3 2 1 5, 2 9 2 4, 2 8 

1 2, 1 6 4 2, 1 5 0 7, 1 4 6 0, 1 1 5 8, 1 2 

2 1, 8 0 3 

[0026] mmm4 

5- [3- {4- (y)VtU>-9-i3)l^~M tf^ 

7Mi/>-9-*M>S2. 1 e&m^r^MWi 
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NMR 6,, a (CDC 1 3) : 2. 2~3. 3 (m, 1 
OH) , 4. 0~4. 5 (m, 3 H) , 5. 10 (s, 
1H) , 6. 8 8 (d, 1H) , 7. 4~7. 6 (m, 
9 H) , 7. 8 2 (d, 2 H) , 8. 6 2 (d, 1 
H) , 8. 8 3 (t, 1H) 

IR vcnr 1 (KB r) : 34 2 4, 1 6 3 6, 14 

4 5. 126 6, 109 6, 803, 741 
[0 0 2 7] MMMS 

5 - [3- {4- (1 0, 1 1 -vt Kn- 5H-y^ 
>V Cb, O 7tffc!>- 5 -#)]/#-;!/) W7i?> 

a) *S#kM^>?>2 0 g£ 1 0 Om 1 ©y*+1j->l: 

Jin A, ^-e-rs/^OvW- 5-#;u#-ji^nu 

H 1 0 g£JU^fco 4RmMimifc®%8tt&«JE 
SSL. SJtCTjcSJmAfcO-feCHC 1« TffltHb/fc. 
ft«Hft*B&. ^UA^-Mi^A (CHC la : M e OH 
= 10 : 1) -pffiSU N- (1 0, 11 - ytHn- 
5H-S^>y Cb, f) 7-tft?>- 5-*;^n;w 
^7-7>l 0. 5g$#fc. 

NMR 5 5 po (CDC 1 3) : 1. 79 (s, 1 H) , 
2. 70 (t, 4H), 3. 15 ( s , 4H) , 3. 3 
1 (q, 4H), 7. 0 7~7. 2 6 (m, 6 H) , 
7.4 5 (dd, 2H) 

IR vcnr 1 (KB r) : 3 4 0 0, 2840, 16 

4 0, 1 4 8 0. 1 44 0, 1 4 0 0, 1 2 8 0, 1 2 

5 0 

b) ±U\Z£iT-&l£-ZnTz\f^yz;>fc2. 15g£ 

fflv>Tis»«i-d) (c^otsjsl. mmfc-smz 

2. 9glfc. 

NMR <?■>,. (CDC 1 3) : 2. 32~2. 39 
(m, 2 H) . 2 . 5 3 ~ 2 . 6 1 (m, 4 H) , 3 . 
15 ( s , 4 H) , 3 . 3 2 ~ 3 . 4 4 (m, 4 H) , 
4. 11~4. 2 2 (m, 3 11), 6. 8 6 (d, 1 
H) , 7 . 0 9 ~ 7 . 2 1 (m, 6 H) , 7. 3 4 ~ 
7 . 7 1 (m, 5 H) , 8 . 5 5 (d d . 1 H) , 8 . 
9 1 (dd, 1H) 

IR vcnr 1 (KBr) : 340 0, 1 6 4 0, 1 5 
9 5, 1490, 1415, 1380, 1280 
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[0028] ttftfl 1 mMmmmmn^mmmm 

t h0Pm^«A2 7 8 0®7FU7v^>>jft&#2 
7 8 0AD (A. M. Rogao^,, Science, 2 2 4f, 
994-996 H. 1 9 8 4*f) £5 %^JMaMll£# 
tfRPM I - 1 6 4 O^SfStftCl X 1 0 6 |@/mll 
St. S&16cm. 2 4?t(Dv;i/5 1 >i7X;i/iS#^"l/- 
Mclft*&9 lml©ffilfflflaffiaa*£S«U 5%C 
O2. 3 7t:TieSUfc. 2 4l$|l]«£J8«ffi£2 On 
M 3H-lf>?iJXf> (1X10 ( dpm/pmo 
1). 5 X^tejeMft. 1 OmMA^XigflffSKS^trR 
PMI- 1 6 4 0SiiS0. 5m 1 <h£$bfco DMS 

«lS5tf liq& (M^?S+jSSttl. OSfciJIO. 0 
ttg/ml) . 5%C0 2 . 3 7 < C"c , 2B#RfliSg£)aW- 

«jfi*»33ii/fc*au>»awif«rft»b&. c 

tl£0. 5mlffl0. 2NNaOH£iD;L. A-f7JHt 
#U 5 6"CT3 0~6 Ofl-ffifiJSU ifflJ5S£igj&3-& 
ft. T^yV • 79 7V-)V2& 4ml in*. 

a? ^i/-v-3>5tj^>^-riffl)tei*ic3ct)ii*nfc 3H- 

[0029] «i*a^ti^Ma©#figptc®t)jisn/t 
f>^uxf>©Miooiir, ^Maificuo 

ft. 1 t^-r. 

[0 0 3 0] 



30 







l/tg/wl 






100 


100 
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489 


411 


2 


698 


824 
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658 


715 


4 


533 


908 


5 


643 


760 



[fifflB] ¥f£3^1 1£ 2 1 B ffi. 
[#$HitIE 1 ] [ft 1 ] 
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(7) 



®M¥4-3 5 6 4 6 6 



[it 2] 




[isjfcs 6 ] m&b i immz nt-aa ( i ) ir« 



miE$t&mB%] ooii 

[0 0 11] 
Ut 5] 




mmw% isbj (72) a 

(72)fgUi!# E&i£ (72)5gBJ^ 
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«2)%w% mm m 

#* J I IM^Sffir|j#M4828 - 15 



—709— 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
^ FADED TEXT OR DRAWING 
[^BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

Q( / REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



